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RELATED APPLICATION(S) 

This application is a Continuation of 08/437,533 filed May 9, 1995, the entire 
teachings of which are incorporated herein by reference. 

5 BACKGROUND OF THE INVENTION 

Tumor Necrosis Factor, a pleiotropic cytokine released by activated T cells and 
macrophages, is expressed as a mature 17 kDa protein that is active as a trimer (Smith, 
R.A. aiid Baglioni, C, J Biol Chem., 262:6951 (1986). Trimeric cytokines such as 
Tumor Necrosis Factor (TNFa) and the closely related protein lymphotdxin (TNFp), 
10 exert their biological activity by aggregating their cell surface receptors. The TNF 
trimer binds the receptors on the cell surface causing locaUzed crosslinking of TNF 
receptors into clusters necessary for signal transduction. 

The action of TNFa and TNFp are mediated through two cell surface receptors, 
the 55 kDa (p55 TNF-R) and the 75 kDa (p75 TNF-R) receptors. Truncated forms of 
15 these receptors, comprising the extracellular domains (ECD) of the receptors, have been 
detected in the urine and serum as 30 kDa and 40 kDa TNF inhibitory binding proteins 
(Engelmann, H., etaL.J. Biol Chem., 265:1531 (1990)). 

TNF is a key mediator in a number of autoimmune and inflammatory diseases 
such as rheumatoid arthritis, septic shock, cerebral malaria and multiple sclerosis 
20 (reviewed in Tracy, K.J. and Cerami, A., Ann. Rev. Cell Biol, 9:3 17 (1993)). 

Antagonistic TNF treatment with anti-TNF antibodies and dimeric TNF-receptor-IgG 



